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Abstract of JP1 122841 6 
PROBLEM TO BE SOLVED: To obtain a lipid 
reducing drug showing an excellent lipid 
reducing action in the blood, without a notable 
side-effect, by combining a new type of 
specific hypolipidemic drug, based on, e.g. a 
function of increasing low-density lipoprotein 
acceptor, with a hydroxymethyl glutaryl 
coenzyme A reducing enzyme inhibiting 
compound. 

SOLUTION: This drug is composed of (A)a 
compound shown by the formula [Q ring is a 
pyridine ring; R<1> and R<2> are each H, a 
halogen or the like; A is a bond or divalent 
hydrocarbon; one of G<1> and G<2> is N and 
the other is CH or N; (g) is 0 to 2; B is a 
divalent hydrocarbon; X is O, S or the like; R is 
a hydrocarbon or heterocyclic ring; and R<3> 
is H or a hydrocarbon] or its salt, and (B) a 
hydroxymethyl glutaryl coenzyme A reducing 
enzyme inhibiting compound. The preferable 
combination is N-[1-(3-phenylpropane-1yl) 
piperidine-4- yl]-5-thia-1 ,8b- 
diazaacenaphtylene-4-carboxamide or its salt 
as the component A and pravastatin or its salt 
as the component B. 
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(i) 

^N-A-G 1 G G 2 -B-X-R 
HL2 3 

:xx= ttJWg^XtiTMte** 

Att-CON(R*)-. -CO-X{±-N(R*)- 



TWTtiVV ^#Xt4SmStl.TV%Tt)J:V^2«co 

X«:N£, GmteWMZiir^Tl>£<. g(iO, IX 
&2£. BJi{BHStLTV^*>J:v^2ffi<0i)MbiWR* 
X«»&#, BWiFF. aflMffP* -N(R5)CO 
-CON(R5)-. -CO-Xti-N(R5)-Sr, R 

t«tv^ai^s&. r 3 . R*&tra»ii*;h/e'ft**jK 

R^VR^^-FiXTk^^X^^^yiS^s C 

, . 6 Tjva df l < ti c ! . 6 T^yuf-^afi-carai* 
arv^-rt>J:^Ci. 6 r;^;^ Asm**, gi**c 

•SS^JI 1 a2«Oll8MS"FH. 
tS?#JS3] 5S (I) T«>3il*te£*#N-^ [ 1 - 
(3-7z-»^nAyi-'()H 

-5-^T-l, 8b-s^T1fT-fe^-7f-L'>-4 
-#^;J«f-F5 KT**M*«lEa«l»I«ST«. 
Clt*^4] t KD^fi/^f 'J wx^-f A 
ASRlWffiWfc-S** (3R, 5R) -3, 5-^*b 
[(IS. 2S. 6S. 8S, 8aR) - 
6-tHDdfy-2-^f^-8- [ (S) 
. Hs7+VMt**s1 -1 . 2, 6, 7, 7, 8a-"^f 
ift Kn- l -i-y^/ui ^7°?>mxteZ<r>mvh%> 
it^li2lfc0lMtffiT*'J. 

tit*3S5] N- [1- O-^i-^D^yiH 



tf^'Jv>--4-W;U] -5-^-T- 1 , 8b-y 
TifT-fe^7f-l'^-4-^;l'd<^"9-S HXJi-e^iSS 
X/ (3R, 5R) -3, 5-ytHO^-7 [ ( 1 
S, 2S, 6S, 8.S, 8aR) -6-tPn^fy-2 

-.x-f-^-S- [ (S) ^-^/i^f-U/M-*^] 
-1, 2, 6. 7, 7, 8a-N*tti«0-l- 

[|f^7 3 
[•ffc4 ] 




(I) 

-A-G 1 G G 2 -B-X-R 

[IS*«8 ] BHHKTJWi: LTb Ho^^fyl^M 
>J AASTC^RaW-fti-^tilfcfi^^-y-^ 

Ut5l 



(I) 




•N-A-G 1 G G 2 -B-X-B 



[-fb6] 




-A-G 1 G G 2 -B-X-fi 

x+Wns? U;i/3x>^>f^Aa7aBHa»ft:^*K0 



(I) 



3 T*3 



[000 1] 

[5WB<0«-T4tS«»»] *»PBi, l&^ffi'f sm* 



(3) 
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[0002] 

T2fe4£fc*i, ®:#<c7)g^iSSfcJ:-5TBJ^*Hc$ix 
tv^. tfcoT, jfiLtt'nU'Xxn— ;Hl J ^Jfll4'by^'y 

m£&T2&2>mfflt LTU\ 3PX-f-9 5>- (Choles 
tyramine) . rtUX^-)V (Colestipol) ^Offi?tl! 

4027009§CSS) . ^'JtSH (Melinamide) 
( 7 v >Xl&ffm 1 4 7 6 5 6 ^T^/U 
3iyf-iAAak^fn-;l/Ty/l«fS!S (AC A 

$£>fc£3£TJi3-t Kn4fy-3-^f;W? 
iJ/PHXVlM i,A (HMG— CoA) S7C»^Srffi# 
^SnA^-f-^Oovastatin) (*lJ1tf¥gS4 2 3 19 

3 . isyrfXf ^(Simvastatin) (*ffl 
#HF^4 2 3 1 9 3 *D#Wm4 4 4 4 7 8 4^ 
IZfflTjk) , TyrtXf+y (Pravastatin) (#ffl#fm 

4 3 4 6 2 2 7-f-tC^) ^3U*-rO-/U7)££-fi£ 
&Wf^?>^ja i i£g£*iT^.i>. L*>U HMG — C 

oASTt^fflMi. misX'im&coTHaisXTv- 

ttbi3.W£-f. ££HMG-CoAjf7tflS§:H»tl» 

1 3 l/Xfo-^MiaJH: , .xtr* y y , h* y 3 

±ztL. +Mzffi%x% zmmx-ii*^. tti. ii*h 
y^y-ny \<mz%i<{&T-zi£z>m$\b lxh. <*?y 

tv^. — *\ ^flglflUES^^fc^TJi^^ttS'J^J: 
oTtPSrS*^ ±C3UXfo- /H*«WIIaa*«26 

~59%. ±£ h y ^ y fe y f «<icoi vsans— 52% . * 

fcal^-rn— /Pi h y^y-t y FkiS«OIIbM#18 
~33%$-A^>TV-»?) (medicina.vol.32,no.4.p679-681 

(1995)) . i+nuxfo- ;^i^un.tf hy^yfey H 

Tti. HMG— CoAS7C^K.*lgi:7^7'y>'lr^ 

wffl-r i> nmi t*t htix v > & . 

L*»L***^ HMG-CoA^IBHHWSHi; #46 

t ermmizx o s mm* s ^o^ffl & i> fc <?> 



JBTteH M G-Co A S7C^»ffi«lgcOlRJR(±aW$ ft 
fcj^&'c.ft'C^S (medicina,vol.32,no.4.p750-75 
2(1995)) . -TO-fedC:. #fcIIbS(C-f^$ixSlB-^a 

10003]-*, Bf&m&V (LDL) 

TV>&. L D L«f Lt ^5 3 n-/U 
it. #*£«*W3rL D LS§#k: J: 9jflijKft>6lft£$ 

5 . «rt tern itt s l d L«mt y y v - at 

3l^Xxn-^«Sl*imK«rSir>5. iffln L^iffilf n 
WX-rn-;148S<±ffF*iBa^(i^-S:3i-5T3^Xf-a- 

DLggffc mRNAS.^^>-/N'^«t±«aflai*l^ta!lDL/t 

i 1^- h-r s«««iiflLii3 \sxr-n-)vmm.z-m±% 

[0004] 
[0005] 

[ns^^-r^f^^g] *fKB«^tt> ia«*y 

rntfyn? (ldl) ^f*ctiJn^ffl^K*^<frL^ 

yWmfot. HMG— CoAS7cPSffi«#fflSr*-r^» 

coffl^^-^fiarsriflf^ffl ? -rizmxtzik^mis. 



[^7] 




(I) 



R8 N — 



(4) 



ttHV-ri-2 2 84 1 6 



1 RXSR 2 li*ti*tv>mBF¥-* Ao^yfif. WMZti 
[ftS] 

i*im§^xkit-sj££*, 

A«-CON(R*)-, -CO-X{i-N(R4)-Sr^-t 

X(2N2r. GSlfifflaSflTWC s«±0, IX 

ti2£. Bt4IHft$#iTV^TfcJ:^2*<0i)tft*«aS 
Sr. XttS£#, «Bt«^ -N(R5)CO 

-CON(R5)- v -CO-X{4-N(R5)-2r. R 

i±wmztix ^x i> £^mt*mmxiim&ztix^x 

t R 3 . R 4 S.tXR 5 ti-?-n^il**II 

^xteg&sfmvct x^mibkm&ZK-t. :x-m 

Zixhik-SVa (JETF, tt&bi I ) tmwth) XJi-e 
VIST'S) SSS^S'f $^/t'Jy^M^t Ho* 

Srffl»^-*HJrT*4llilM£T*I. ( 2 ) QattfftSSL 
HL9] 

i- 6 7;^=if L < «i c j . 6 r/^;P^-^«-CSm$ 

H. G 2 #>N.. Ggt#£S«gi. BtfC^T/Mr 

$ttT^Tt>«tV^i-;W«. St/R 3 *^*lS^T'$) 
&«IE ( 1 ) SBttOflHKSTaL 
[0006] ( 3 ) sU I ) •XSfoZtlhfc&bifiU- 

[l - ( 3-7x- ivtxm-oi -A)V) \z^) : Jv- 

y-4 -^l^f-^S K"C*4«nE (1 ) fBtt^BI«<S 
T#L (4) b Kodfi^^^/^y/unxy-tM x. 
AaTcBWHWk^*^ (3R, 5R) -3, 5-^b 
h'O^v— 7 [ (IS, 2S, 6S, 8S, 8aR) - 
6-t HD^rv—2-^f-;U-8- [ (S) 
/W^UiU**^] - 1 , 2, 6, 7, 7, 8a-M 
KD- 1 -i-7^;\,] ^y°5>>mXl±Z<7)1&X'hZ> 
lulE < 1 ) KtttfJfMHRTaL (5) N- [1- (3- 
7x-;P7oa>1-^;H b*^.y i^>--4— ' f/H - 
5-f-T-l, 8b-i''T-»fr-t^7f-Uy-4-*/P 
tfdf-fS h'XJi-tOJS&tf ( 3R, 5R) -3, 
bHudfs^-7 [ (IS, 2S, 6S, 8S, 8aR) 
-6-tHD^- [ (S) -2-y 

W7+V)Vif3r*s] -1 , 2, 6, 7, 7, 8a-^ 
^Mf b Ho- 1 — ^7*^>-KXtt-?-OJSS:« 

*^*>*t*4iffi ( i ) Emwffit*{rra, ( 6 > n 
mmmimm:hhmz ( 1 > sbk<oisw£t»l 

( 7 ) -fb-S* ( I ) XW-eoJg&tf b Ho* i^f-A-?" 



Wfl^-ft fc •!> f^coitHrVa ( I ) Xli*tf>« 

comm. jum 9 > mn&Tmt vxfc&m ( i > xt± 

-?-<50igi:ffl^i?-ti-S^cOb Fn^f^f/I/^^ V 
[0007] *^-c-fflv^4,ix§^-^, (i ) XJi-ecT) 

mzs&ztix^x t i^bu i/ymz^-t, Qmxm 

LTWu MJt-tS" (i) -ho*, (ii) bHndf^*. 
(iii)^Ty*. (iv) #;U;*E4rt^ (v) ty- 
XJi^-Cj-eT/Udf^-^;^^^^ (Wilf. N 

N - >-';>< 4)V, N , N - yXf/^/l-A't 

-<;PtSf) „ (vi) fDVi£*isA&. (vii)Ci- 6 r^3 

fdf^;U^x;p s 7n^i/*M-;K -Tyro*' 

^jk?- mm. 7»i ji*, 3>7#^) . 

(x) Ci.eT^ndf^S (WiJf. ^h^fi^, IK 

^-df^, A»#S^A<t*S4f) . (xi) 7iy3ri^ 
7SJfyI, (xii) txaYSVx. 

iffljuz. o-, m-xap-;DQ7iy^f 

is, o-, ra-Xiip-7'Dt7xy^) , (xii 

i) Ci-aTA^A^^-as (Wior. x^ 

•^.^/k^jj-, ^S/;Pf-3«p) , (xiv) y 

iVjjyhm. (xv) 7x-^f^S, (xvi) bU^VP 
f-^-S, (xvii) Cj-sT/U^UX/Uy -f x;U* (fiFiR 
<i\ -rx;K xf;U;P7^;Pf ) v 7 

x-/W7-f-;H, (xviii) C 1 . 6 T/l' d f^^ 
x;l^ (MUX. ^)V^)Vi^=~ )V. a^)V7,)\s-fc—)V 
m) . 7i-WW-;PS. (xix) (x 

x) c 1 . s ri>^rs>/a6(fifiitf. rwrsy, r 

nt^7S7f) , (xxi) ^y-Xti^'-Ci-eT 

7. y7f;P7$7. y'xf;t-7i/f) , (xxii) C 
liiTA^Mt imUf. **f-)V. xf-;U, 7ot;K 
'fV7nt^ 7^-;U, tert-7"^, sec-7"^, ^ 
y-f-ZUs , (xxiii) Q, x . % >\u*f JT)V* 

)vmmut. h'j7^n^f;K hyyony^- 
2, 2, 2-bU7^nxf-yl^) ***fflv^fL 

36*ff4U^. ±ESC(I) + , R'St^R^i^ixm** 



(5) 
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[00 083 R 1 Xl3.R 2 X'7jkZti& 0\n-yyfc=?-i t 

Tvvt£>«kv> (i) d-tTi^Mt (mtli. y^yK 

X^-;K 7*uhVK -fyrohVK tert 

/K sec-y"yyK ^>f-/K A^/l/SSO s (ii) 7i 

(iii) c 7 . l0 r5;Wi (09i.fcf, ^v*-* 
s (iv) *yu*yu«. (v) c,- 6 r;P^-*;P 

>vm) . (vi) 7x-;^^^;^-;w* 

0-X^^*;U^-;l^) „ (vii) C 7 -i 0 T7;Wdf 
/M-*^-;{Ml^xyU£ (#Ji.<i\ ^V-J)V**i/i])\< 
tf-jl-m , (viii) b*5X«/g. (ix) 75-/H. 

(x) v-'J^S^^'fflV^ix^. ^n^>c7)**>*^LT^ 

tf» 7^m. stop?) . Ci-iTM* 

S (flRfcr. y-f-yK xf-/K yutVK -fyrow 
. c 7 . 10 T5;P=3f^ 

^vmso , ~hnmw<7>i%^L4m*m\>^ti& . r 

#JB^£>it&. m. tTil*A*i iUCJ4. tfiRtfyf- 
^-/K sec- 7*^. tert-r-f-ZUs "^fVK 

;k ^rf-yK *7f-yK yxyK r^yK 

yk KUf^K fh7f^k ^y^r>/^ r K 

ornfcfyK >-?nrf;k i/^n^yf*. i^yo^s 
^yk i^yo'vrf-yk ^^a^-^f-;l^c7) rc 3 . 8 

[00093 ^ riH»RXtt4J««OC 1 .i5T/Wf/l' 

LXit. MUZ (i) -haX, (ii)bH 
ndf^S, (iii)v-Ty«. (iv) tfyPA^M/l^ 
(v) ^y-XJiv-'-Cj.eTy^/P-^^N'^^/wS 
(mm. N-x-f-jujnwej fr. im-x^/i^pa 

N,N-^f-;u*;Ws*^:^;K N,N-y'Xf 
yk&yur^yl^K (vi) tfykK^yPa, (vii) 

)V#—)V, xh^i^/MCxyk TnTtf^i^yWtfx 

;k -i yrn^ j^/k-tfxyi^so > (vm) x/i-* 
(ix) yND^*>-JS^ (mm. *S3t. * 

*. 3 TOftF) . (x) C^eT^n^S"* (Witf, -X 

(xi) 7x7^^1, (xii ) AD^V?^/*^! 
(fiajxfcT,. o-. m-Xlip-?nn7xydfy. o 

-, m-X(ip-/Dt7i^yf) . (xiii) C 
^eTJU^JU^itm (mm. **h)Vtt. X-f7kf- 



jj\ n-rntrypf-^r, ^yrneM-*> n-^f-yu 

f"5f^) . (xiv) yyk*77"h£. (xv) ^x-yi^-f-^- 
(xvi) ey^yi^ra. (xvii) c^ryMfywx 
/k7*xrt^| (mm. yf-ykxyi^y-fx;K x-f-yk*. 

)V7 4—tVWt) . (xviii) Cj-eTyMrykX/l^fcx/UX 

(xix)rsy«, <xx) c^aTy^y-fyi^rsys 
(ffH-tif. r-fe^ywrsy. rof^-ywrsy^) . 
(xxi) ^y-x«i^-Ci. 6 Typ^Tsys («i 
jf» y^-yurs/, xf-;PT5y. ^y^-yursy. ^ 

xf-yPTSylfK (xxii) 4^V^t6H^T5y« 
(fifiJi.«f. 1 -T-bff-i/xyK 1-b-nU^'xyK 

yu30 » (xxiii) d-sTyw^y-f yw* (mm, tvis 

5yK T-fef-yWP) , (xxiv) "OVW JUaHfctf (xx 
v) 55r^Ll 0R«^Sa («i(f» 2-X<±3-f- 
xxyp. 2-Xt±3-7'JyU. 3-, 4-X{i5-f7 
y-'jyp. 2-, 4-XU5— f-rvyyu. 3-. 4-X 
tt5— f Vf-TV'y^K 2-. 4-Xtt5-3T*ir/U 
yK l,2.3-XI41.2.4-hU7Vy^, 1H-X 
{42H— rh^V'JyK 2-, 3 -X144 -b*y S^K 
2-, 4-X{45-t°y 5v-'yK 3-XJ44 -tf'U ^ 

->\s. ^-yyyw, '4v*s»m>y\)m*) mt>m^ 

(»SL-<{41^^L3ffl) STLTvVCfcJ:^. 
tOO 1 0 ] K *T)V*)l&s <D%-&L^l>c7)b LX 

(4. mtfyf-yK xf-yu, rotvK -f vrotryK 
yf-yp, ^fyyf-yu. sec-y^-yu. tert-yf-yw. ^ 
y^yp. ^^yi^<ofiSS«X{4^e*<oc 1 . 6 Tyu=3f 

yUS^^'Pff M r C i-e TiV*)Vm j *ft#LTV> 

/NOT-'ys^. Ci-e Tyto^vS, tHodf^a, c 
,.,7/1/3*1'- ^y^xyu«, fj)Vif^^)Vm. A)V 

yua, c,- 6 ryudfy^^a. ey^f-^asasscoi* 
uL3il^fflv^ixS. ^ rryu^rx^j fcLTti, 

yK 3-^-^-r-yK 9-*7? z r->e.=-}Vm<7) r 'C 2 -' 18 
Ty^x/usj «btffiv^«. M rryi^-x/ugj *i 

m^ np&Lx^x h^mmmtmmcommm^i^ 

tUTti. fi»J^(fb'x;K r'Jy^. 2-yf-/K 3- 
. rc 2 . 6 Ty^xyUSj A££LTWCVvCfc * L 

L3fflfflV^*t6. M >"T7yU*yl«J i:LT<4. 
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7x*f;k 3-7x- ;U7°nb/K 4-7x^f 
;l^co^x^-c 1 . 6 r;^PSSU\ fi&RfcT ( l - 
^7fvt/) yfvK 2- ( 1 -^7^) x<?-;k 2- 
( 2-^7^/U) x^/1^0^7^/1— C^eTJU^fV 

[001 1] S rr^/U^Sj ^*LT^Ti>J:v^ 
tmt LTii. #J;ckf (i) ^n^S/JIff muz. 7 

SSL j&S* 3^^) . (ii) C^T^/i^ 
S (#J;Lfcf. y^;K xfvK 7Dlf;K ^fvrnt 6 
;K 7>/K tert-7>/K sec-7*?7K ^ 
*is>um . (iii) C 2 _ 6 T;^x;l^ (Mltf. tT- 
;K T'J;k 3-Tr-— . (iv) 

c^gT^y-f^ («itf. */U5;K T-fef-^ 

»K (v) C^sT/l'S**'* («itf. ^Ki/> X 
h*S^ rn^y, >fy7n^yf ) . (vi) 

ni, (vii)^rys. (viii) t ko*h, (i 
x) c 1 - 4 T^3*5/-*;Pslci;i« (AUK. y b^i^ 

;K >f y7n^y*;^-;H) . (x) tf/i^rfcE-f 
A*, (xi) ^y-X^^-Cj-eT^^-^W^ 
4/1-* (flUBT. N-y^/i^/l^^'Ok N-x^ 
#/i^^-f;K N,N-^y^;k£;w*t>r/K N,N- 
yXf;^;I/A^^f/l,f) . (xii ) ^y-Xll^-C 

««^ri&artS[«K. £*xfc<3Wa^l*^L4ffl (if 
4L<J41*:^L3ffl) tfL/twcfcjv*. 
[00 12] I^ij^j tLXii. «itf7i- 
;K l-^7fvK 2-^7f-/K 7xt>Mi;k T 

VMJ;U (anthryl) #c03?#)K*ig^, 2S^X(43 
v^Tt cfcv^«ft*fc LTl±. Wx.tr (i) Aoyyn? 

(mar. 7yi **. Bvmm . no c 

^eT^^S (MiK, y^-/K xf;l^, ro^K 
*fV7"UbVK 7"fVk tert-7>/K sec-7*f-;K ^ 
>"f-/K ^i/jvm . (iii) C^bAU^VT/W 
mmtii. h'J7^D^f;k 2, 2, 2-MJ7 
Wnxf;k h ij^nn^f^f) . (iv) C- r -- 8 -/v 
o^-VT^^yi (MitT s hU77M-uy b*^^ 
hy;no^K^ 2, 2, 2-hU7/^nxK 
54») . (v) d-eTW^yl («itf. 
X^y, rn^y, >fV7°n^^) . (vi) C 

3t\ rnttl^*, >f V7*ub;l^;*\ 7^/H^ag) 
(vii) hKo*^ (viii) a/WWfS'AaL (i 
x) y77i, (x)xbnS. (xi)T^7S. (xi 

i) ^y-xa-J-c^sTJU^^r^yM mziz. y 

f;I/7 5/, xf;l/7^/, ^'yf-Jl/T $y , ^'x^ 

r^y^) . (xiii) dvi/S/i'*. (xiv) y/u^rh 



(xv) G^eT/W-Xf^x/H (fllilf. T 
7Qb^x;K 7^U;K ^*+r/4)Vm . 
(xvi) C^sT/Un^- #;W#x;l^ {Mz.&. *b 

#x;K >fy7n^y*Mx;Hf) , (xvii) X7l/ 
(xviii) Ci-sT/U^r/UX/U^;^ (WitT. 
y^;PX;l-*— /K xf^x;^x;l.f ) „ (xix) * , 

(xx) ^y-xte^-c^T/i^L— 
#/u^>f/« (WitT. N-y^/l^/W^-* /k N 
- xf-;U# A )V . N , N - ^ y )W *E A 
/K N,N-^x^;U#/W^>f;l^) > (xxi) 

(xxii)***y»WWf £>ix. K r 7'j-;l/ 

ffiL ffiL<lilXli2fflWrU-cv^TtJ:v^ ^Vi 

t7K/'J/W TVX^^yx;^^W^iil> e 
[0013] RiXiiR 2 ^^^!) r 7y;«j k LT 

xb^^/l/fck ro^y^/p^, 
7"h^ri/*;^x;l/, sec-7>^rS/*;U^-;P > tert 

^E>f;U. N-xf-;u^;^^>f;U, N-7otW;WN' 
^E: ;K N - y'^}V^j )V) ^ A IV^CO^ J - C ! . 6 — N 

;u*;^^-f;l^. N, N-^xf-;^;^^^ /K n,n 

>f ;p „ N - xf/P -N-y )V) ^ >f /U^co 

i - e - N , N - VT)V*t)V- A )\&BtXfVT)\>* 

7nyy^7U^:x;P > l-to'Jy-W;^'x;k 1- 
1 -b°^^S/x;^;P^-;^) *#fflV^ixS. IS 

1 . 9 7;W^-*;^-/H (flli-fefs r-fe^. rn 

^OfflSi£$: l/5:V^L3«LT^Tii:V^ 
[00 14] RiaVR 2 k'LT«.'«itf*ii'eix** 



(7) 
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, . 6 T^iv+Ttrnz-WMZ ttx V ^X t X V i . 6 T)V* 

*sgil^ (2) r 1 **c ! - 6 r^n 3- S'SXfic , . 6 r 

i L<ii* h^-X^K .x-f-n^tf-X-f-zK -Xf-/w 
R** 1 ***?. (3) R 1 #tK3£M^ T* , R 2 *^n 



v. 

[ftlO] 



5-f-T- 1 , &\>-i;T J <rT-*-f'7 J f-\'yW&<?>3-tiLt 
(I) 4>. R 3 {i*fglI^X{2fi8i$ixT *> <fc v.tfHbJc 
-fb*^*j fcl/Cti, miat^R'XJiR 2 ^?^^ 

(I)4>, Ali-CON(R*)-, -CO-Xli-N(R«) 

[00 15] AX'TnZtih r S&$*rCV">Tt> iv">2fl 
i-isTJU^l/^m (telf. ;X^l^ xf-l^, TO 

'vr?jxf-w>\ ^r^y^ytso , c 2 . 16 r;u^- 

>\ 2 -/f-i/y, l-^vf-^wv. 2-^v^-- 

If, y?-u>\ xfi/y. ratfu-y, r^y, 
^y^-wy. ^MMf-i'V, 'vr^yf^y, 
y^y^) s c,. ie 7A^^y«(ffl£tf. b'xp 
>\ ro^l/y, l-y-r— P>\ 2-Vr— 
1 -^yf-l^y, 2-^.y-r— U>\ 3-^.y-r— P 

LX^Xi>£^S&MbLX&. mtttW&ZtiX^X 

Wft£*Vtv>T& J:^T'J-^2. bKo^v-g, 

T*>. W&ZtiX^X fcJiV^rWfMWffiU^ K 



mmt. zit?thR 1 xiZR 2 X'7jkZti& r Anyyi 
t Mia Lfc *> ^ k mm<n i> mm ^t>tih. 

[00161B r 7x-k>ij iss&mttLx^x 



mus. y-ym. mm. mm. zvmm) , (ii) c 

,. 6 TA**7l'S (Wlttf. -X^/Ws xf-;u. 7nt;W 

. (iii) C^eT^ndfi/S (^>J 
^h^fv-, Xh^rv-. TO,-f?dfv-, ^V7D^ 
. (iv) C^g-TVMf/l^M-S (W^Jf, >^ 

^) „ (v) bKodr>-S, (vi) iHVX*isAS&, (v 

ii) >-Ty*, (viii)^hnS. (ixJTS^S, 

(x) ^y-x^^-c.-sT^/wrsy^ 
y *i-)VT 5 y . x^-;ur s/, >-*y f-;ur s y , y'xf 
yursyiP) s (xi)^;ws;i^. (xii)y;^rh 

(xiii) Ci- 6 T;Wf^-*;HK— a« 
T-fef-/K ratTjj-x/U, . (xiv) Ci- 6 

(xv) X/U*S. (xvi) C 1 . e T)l>*J\/AA'ft—JU& 

tfyl/X^* — ) . ( xv i i ) ij )W ^ -i )vmmf ( xv 

iii) =tJ -Xteit-Ct-sTlV^-fr-iDVJ^-i )Vm 

<^ixl>. ZZX\ AX'5nZtl& r 2«<0D*-ft;*^j 
ti, it0*«$>S^(ira^-CO-. -CON (R») 
— x — N ( R 4 ) — (R*i±*mMrPXiim»ZtlX^X 

i>£^mfc*mmziFrr) z-ftLx^xtiZ^. r*x- 
^ztx& rwmztix^xi>j:^mk*mmj ttx 

l±. wisiLtzR'XitR^^tih r«ft$ivtvvci 
J: v j t H«w t O^ffl v ^*U, . 

[0017] At LT(i. 4 LV^„ ± 

JiNSr, gtiO, lXli2 GaB4B»«*tT^ 

Utl 1] 

O 



-O 



-0 

-C 



-rv 



-o 

-o- 
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LTtt , 1TOE b?t QJga^fr LT VT *> J: V ' 
cr>i>cr>tfm^t>tlZ>. G&kLTtts G>KH, 
N. gj&si, GmtfM&WWhn. -ttcfo-b 
[<tl 2] 

O 

[0 0 18] BX'^Ztlh rWt&ZhX^"Cl>£^2m 
<?>6tfc*mm j t LTtt, f?IBL*:AT-^S*i£ rgg| 
3 ftT wc t> J: v> 2 «tf>&*bi<3t* j k RI«<o £> 
^£>*i$. BhLTtt. «itfC I . 15 7'A^t'Vab6W 
£L<. t^ThCi. 6 T/MrVi'* (0fl£tt*^P>\ 
xf-l^, Tu^uy. /fl/V, "O^f-L-y. ^ 
=JMM^V>^ iy#£L<ttrnb^>-^) 
4U». JJB3ft(I)4«, Xtt*te#. RMK^ ^Sltll 
^ -N(R 6 )CO-. -CON(R«)-. -CO-Xa 
-N(R«)- (R»{4**JK^Xi4iBiS5iiTV^"rt>J:t^ 
M-ft***Sr^-r) R 5 T^£*i& tW&Zti 

•CV>Tfe«kv^-fb*S3£j fcLTtt. MBLfc^XB; 
R 2 T^;*ix-g> raHi$jiTV^TfcJ:v^JR^bic3lEKj k 
HHM>fc«DA*fflv'*<«>*U>. XfcLTtt. 

ttxfftmm.ttWB* l< . .e^&tfiwnmw 
RttSHftSfLTWCfc j:v^M<fgsxaam$ix 
Twct x^mttrtmmi t txa. twEUfcR»-xt4 

xi>£^mmmmj <r> ^mm&i t lxh. mmm 

=f- Sr 1 3r^L4 fflKrt* 5 Xtt 6 «m^amSSJ> £ v * 

:ooi9]i rmmms c?)o*>, w.m&m.mmmt 
txa. m&zffi&~t&!%? (mm?) tlx. mmm 
mwM&Rvmmmttbmiti&'^T-nM.tt 1 

=SrWL 4 ffifr-tr 5 X(i 6 gJji8^5?#l£«*aa, Xtt 

U 0«*.tt>x^/^ mm . 2-fx_;k 3— f- 
i;;H) , 7 l J;^(mil 2-7'J/K 3-7'J 

. b^x/ug, 2H-fD'J;H, boy;W£ 
(Witt. 2-troU/K , 

«) » t?yyA* <«£!*, 3-t5vy;u, 4-t 
^yy/Wf )• . -f v^rvy^ 3— f 
rvy/K 4— r vf-rvu^f) . -fv^ifyy^ 
g (#j;ttt\ 3 — f ytf^tryy/K 4 --f 
y/i^o . ey^g (W^tr. 2-try^vu. 3-f 



-ys>*/K 4-tfy^wiE) . b°7^*-;i^, cuss;- 
/i* mm. 2-b-y 5 . 4 - 1 y s i;-)V 
w) . 3-f y^'x/K 4 

-KU^SfcyHf) «WBH&il4. ^O^W 
WHHKi«RlXtt»^WfcUSSl$<i , t v^T t J: < . St 
IS»X(i:a5^fa*il5e««^*i: LT , Witfen U 
»H 2-troy^'x;ix, 3 - tf o 'J i/'x 

;Wf) , foyx;US (GaRkf. 2-b°nyy-3->f 
. s*V-A* 2— f SfVUy- 
4 — f7i^) . e^y itivm (Witt. 2 - f ^ »j ^* 

-tf<7^-;Mf) . t;w^y-;p« mm. 3-* 

[ o o 2 o ] k r«#igSj <7>o-h, 2m^mmmmt 

witt<yYz** ! *-*-n>& mm. i,4-< 
yv~Jyf^y-2--i)vm) \ ■< 
(Wltf, i -<y > /7 7-;i^) . ^o^-;wa(ff"J 
^.{f. 2H-?D>y-3-^f;i/f) . ^yyfi^ 
£ , 2-<y/fxz^f ) , •OKy^-;!/ 

a («itr, 2-w v f y 3 — f v v- y y-^ 

m . 3H-- f ynuvm («»l^(f. 3H-^f>-H-;p 
-2— f;Wf> . -f vny;us (mtr. 2— fyny 
. i H->r ^yyy;u« mm. i h-^ >^ 
y-^-3— , ?v=-ivm mm. s-ry 
x;i^> , -fy*yy;w* (Witf, l— >f v*>"J 
3— rv^yy/wf) . *yuA»(0»i«, 2- 

1-7^7^*^) , t7f 'Jy-yKPIx.ll 1.8 

m. 2-*t;*w=M#) s >»p"^yu-*«(«i 
ur. 2-*^yy-;Mf) . yyyj-^ (Mitr. 

m. 3-4v?u~?=.)vm) . 4yYv—)vmmz. 
2-4 yvv-ium) . ■ivjyvv—tvmmz. 

M. 1-4 VJy\<V-J\^) . l,2,3,4-fb7 
t h'o-2-df y'JA'S, 1,2,3,4— fh5tb'o 

-3->f y^fyy;w«^**fflv^tLS. is rjgggsj 

s&e&LTV^Tt i^flBMEk LTtt. Witt" R^ttR 2 

X'vkztih rwi&2tix^xi>£^BHk*mmi ttx 

miLtz fry— A*J ^LTV^tiVi^SklSI 
' «<?5fc<0*«ffl^i9^ ^SOSt{41^rV^L4lS (»4 
L<ttl^rV>L3ffl) TfcS. 

[002 1 ] RtLTtt. BM^iXT^T^ <fc^C 6 -i4 
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figjfacO 2 a^BHHfiftSOS j *«t L X V i> J: V 

nfcfu ^<k3&m«tiS&^&flffi^l&^L 
5fflamLTV->Tt Jrv\ rc,. 16 75;WUSj <7> 

[0022] it&fo (I ) k L/Ctt. «itfQ8lbW*« 



[£13] 



ZtlX^Xhi.^7 3.-lVm. RTfRS&*mJK?X'$> 

U\ itism (I) kLTti. HrfcN- 
[1- 1 — -f/U) t^'j^'y 

-4— f^] -5— f-T-1 . 8b-^'TifT-fe^7f- 

i/y-4-*;^=¥-9-s K (J31T\ -it^sAtmm- 
h) «W4U>. -fk^Nj (i) oaosHk^* 

\,*-mi>*mit l z&3itiz>. fo-sm (i) t±, 
com&ico^-rtit>*ftmz-&&ti&. <n 

(i) «i. *WHrC*oTt>, 4$*%mx'h->X 
[0023] *%P%<r)tt&to ( 1 ) {i. WiHTJaTfc* 
a. 

[flU 4] 




B 3 — NH-A-G 1 C G 2 -B-X-R 
(III) 



CD 



(IJ) 

fl:** (id k -ft^si (i 1 1 ) comm-SBuex^ mn<r>r 

iJl3it^l> £ k 6 . .1 0«fc d 5 h'^IS 

*^-l, 2-^'th'a^yyv, ^'i/^o^v-y^ 
;^M5H, 1 -s^o/v* 3- (2-^:;^ 
U yxf/W itiVif^JA 5 H ^ V - P - h)l>^yX)V 
K N,N'-*W-l^;f/-;k y'7x 

-3- O-^^TSyrnt:^) 5 H 

itumai) is*t=«uji*is*^t3a*"Cfc 

^fc*7S Kttg*3j£K£ti. «i»2 , 4 . 5 - h 
7Wo7xy-;k 2--hn7x7-;k 4 - — h 



N-t KDdf^f^D N-b h*o=3fv--5-y/W 
JlOW*^- 2,3- ViHMtL*J4 5 h*#<?)N - 1 H ndf 

^nLT. {k^te (ii) 5r^-$ tSS^ixf^l: 
30ft Lfcft. -fb-^J (Hi) kR*E$-«*-Ct>*5pJCjtrt 

^tefflMte-ffc-S-ife ( ii ) l ^fi^LM^ 1 3*5rv\ 

ffl*ttft^» (ID 1 SJtt=»Lil*ia**^L3S 
*T'J>I». 4fc*TS h'^-^figiOTi. -ffc^ft(II) 

^ o am^y v : ;i^<^)i!ig'ft;^ k RJSS -^?S^1^* 
ttt=3E«Lfea. fl:-^* (HI) kRJfc$-t!-&£klcJ: 
oTt^filta^l.^k^T'^l.. W 

h't=S3ftt^f*, fl:** din k»s$«*ik 
^i^TtRJBS^iJtcii^i.^k^T'^^.. Bfi'fbM 
cO&m&Mt&to (IDl ^fi{c»LM^l SS'SrV%L 



(10) 
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fc-sm (id mmzttut&to (no sriisisj 

^ft^-v^Li OSI) 3 OT:^ 

t+5 ow^ajsffiffl-ciT^ix-?). ^siEts. ttiSJiT 




(IV) 



cOie-f-tiHirlEi:ll^$:^. ) 

<b£fe (IV) coJdtK^-»{±, 4b£* (IV) SrRXtiJg* 

(iv) (Mttf. isM. mm. mm. m^amm. 
B^mmm) xwam mm. ym-iti-hv^^, * 

;K ro^y-iW») 03r^L + 1 0 crc. if 




S-CH 2 -C00R 6 
(V) 

C5Jtt», Eif^NO^y^ (^RtfJSiP?) X«4R 2 - 
CO-O- (R 2 i±milSi:|S|«*5r^"f) St^kU -e<?) 

-fb£* (v) t-fb-^iR^o-E 1 tcoKma. -fb£* 

(V) lS*tcML-C-fb-^!lR 2 -CO-Ei5rl^r^t 
*3§*J#jfcL<<41~l OSfiffiffl-T&. ClOlL MSt 

;U7S>\ t'Jy'y, ^'.X^-/U7*xy >\ 1.4-^T 
ift*>-^o [2. 2.2] ^-^ (dabco) 3?coqPr 
l ^rWL, 1 O Sifflv-i-Ci iw. £JCi4- 3 0 
#>£>+l 00'CifiL<J±+25^V^t80'CT'fi : 3i 

vyyitSHtfcm mm. mt^^>. ?oo*/u 

A. ^nni^y?) . x-tVI^S (Mm. i^'xf 
;px— tVK fh7tFD75yf) . xxr-;M!S (#>J 

)],x)i>**is\t. T-th-hvim) m&m?t>ti&. 
Msn o#f B T5rv^2 4B*ia, #4L<ii 

l^^L6E^rat'S>S„ BHI5USI4, T^/Hfc£«®£ 
T+ 1 0 OSr^L 1 5 OXXzM&thZ. fcfci Oitfrf 



*&4. %miz3mcr>%*,m*)&iz®fezivr. mitt*- 

S. K&$iaf2jlflr.l 0#IBKrV>L4 8i$|B, ff4 L< 

<* i Btia&ML 2 4#bit*>*. 
[0024] ft£4ti ( ii > i*, mm&Ttz^rmm 

[ftl 5] 



■*• (ID 



*L<!4+ 1 04^L'5 0iCts 0. 53rl">L5 0B#FS] 
&&L<l±l%^L5VmRRi2lt&Z\ttZ*i'?Z. fif 
?.Ifc#T-£6. &Xt#g*<D3S$i:LT»4, l&^L 

[0 0 2 5] R^VNDfyS^, flBHSix-cv^fcJ: 

*tf)i§^\ (IV) {4, «ifcrJa.Tt*t^Tj£9K: 

[€16] 



1) K 2 -C0-E' 

2) BJ5SKJS 



(IV) 



-7-hu^A^) 2biv^i«m mm. 4 -N.N 
-^^urs/try hyx?-;PTS>\ euy 

>\ ^f-;UTx»jy, 1 , 4-^T-f t'i^n [2. 
2.2] £ l^v^Ll 03tfflv^:I 

itfcmm mm. m^<^>. 200*^, ^ 

nni^>f) .X-f/ki.(Mltf. ^'x^/Ux-x 

m.*T-iv. mm^)vm) . *7nhytssttss (^ 

[0026,] R 2 ***^^*^ "fb^* (IV) 14, 

mumTiz^-r^mmz 4 o-^B£-r^» - 1 & . 
[-fbi7] 
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S-CH 2 -C00E 



(V) 

Byf£EJSKi>vvt. tt&fo (V) X{i^<^S(c^L-C, 

*tt>. »BK>flWS*tt. fllx-lf l&^Uttfi*). W&L 
<{4l3r^L5 0l*-t-£>.5>. Clcofc^RJSS&KW:. 
**;0X:3r^t2 0 0X:T\ *^L.<J±^5 0iC=5rV^Ll 

.TOES!. Tfctf-g-jfcitTvvCkJ:^. *?£L<i4. R 

fcj^&s«afciii8*«ffli-4. strati. M10 

#5r^L-24B#[g. #4L<(il$rV*Ll 5B#fg-t'£> 

z tt beymiz^T?- v ivzmx—tmizm ^ & 
mz&mizmtx&mmzmttz z t iz x o sfwtit? 

[00 2 7] T5yScO«S*t LT(i, «i.Jf*/PS 

mst. . c,. 6 7^-^-;H (#J 

)\,x->i£$) s xfosw^^fu a^s^scfii 

J4. MttfC^e^/H x-f- 
m . 7x-/«. KUfvU*. ^U/Ug^ffiV^ih. 
yNO^>-M^ (Witf. 7»1 8HK. MR. 3*7# 



>- (IV) 



^v*L3ffl^JST'3!>-g.. 

[0028] bHo#^*0«a«tLt{i. fltttfC 
1 . 6 T)U*tl<& imz.i£. x*-/k 7ot;k 

^VrntA', tert-^/N?) „ 7x-;P 

C T . 1 ,T9JK*>I<* ^aw*) . c 

,. 6 T^ d f/i'-^;^x;pag (#gi.tf . 3ivw$/K p<^- 
;M?/l-#x;K xf;^^d<-^) . 7x-/^y 
*;U^X/PS. C 7 . , o T =71V^)V^ is-*; f\^7ii-)Um 

(Mx-lf. Klsi?)V**ti'*})l'tf=.AZ&) , t°7X;U- 

(Wil ^> 3^«^) , C,. 8 T 

7i-/H, c,.„77^H, -hoS 

7C» tK7y>, 7x-RK7y>< N-^< 

ylt h 'J fh7 y^-juTy 
txi7A7M'J BB/-«9^A«Fr«Sli-4*rffi 

(i) «. mzamtok. m®. tv^yy^? <-m 

*>< LXft$>ti&te&tyl (I) ^TSSI^T^^tL^^ 
W4. a*^tt<0***4l^4-€-*l.K3|»t4^rJ£ (^>Jx. 

or. «wns¥> Kiotsfcaawiii:^*. 

h. -fb-^i (i) #*5&8§tt#"r**«£i4. 
tfx-%&. *miwt-£m (i ) xt4-5-wiso«jtM« 

{4. &£&J8.LX^XI>£<. Zcomi%.miim?T-tZ> 

[0029] *^T-fflV^tL.5> t HD*^fW^ 
^iJyWiyf-fAA (HMG-CoA) jl7cP*ffi* 

(l)75A'X?fy ( (3R. 5R) -3, 5-ybH 
[(IS, 2S, 6S, 8S, 8aR)-6 
-tKD^fy-2-^f;P-8- [ (S) - 2-p<f-;w 
y-f-y/U**^] -1 . 2, 6, 7, 8, 8a-^Jf-9- 



(12) 
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<Z)Tbos<z.*=f-v ( [R— (R* R*) ] -2- (A--JA>*u? 



(3) yyA'xm ( US, 3R, 7S, 8S, 8a 
R) -1, 2, 3, 7, 8, 8a-^tft h'n- 3, 
7-^^-8- [2- [ (2R, 4R) -fh7t 
HO-4-b FoJf>—6-5r^fy-2H-b 0 7>-2 

X.^~)V] -\—f-7i-)V 2, 2-^^-;^ 

(4) DA^fy ((IS, 3R, 7S, 8S, 8a 
R)-l, 2, 3, 7, 8. 8a-^-fhKo-3, 
7-^^-8- [2- [ (2R. 4R) -fb5b 



F n - 4 -b F o^f is- 6 V - 2 H - b? V- 2 
-'f/l'] Xf^]-l-+7^V-;l' (S)-2-^ 

(By-te'JAx^f-y ( (3R. 5S, 6E) -7- [4 
- (4-7/WD7X-/H -2, VTub/k 

-s-^h^f^f-yw-s-b'j^vn -3, 5-i^'b 
[-fbl 93 



(6)-7yW^x : }'^> C (±) - (3R*. 5S*, 6E) -7- [3- (p-?*- 
*B7i^) - 1 —f V7*d tfl/'f V K-A- 2 --f ;V] -3. 5-ytKo 



dft^igfc fCte. laEt^t,^) (I) TfflV^ix 
ZbtfX'^h. 

[00303 *^BJtt. fuEL-f^bS* ( I ) X\t%<r> 

m&v h m g - c o AMTmrnmrnitsmfrt* m% ixz 
2S^v^LSc«co^^ffi^^t:^^. ^ t *mmt 
u zzx- rffl^^t^sj bit. mm^m 

(I) Xte^^fcHMG-CoA^II^B&Wfb^ 

(cfiffflt^-r^ - t , ximmz^mcomxi^-tz z 

©iSTSiJfctr-fk-^l (I) X«-?-?)tg2rHMG-Co 
V->U£*;HMG-Co A jlTC^ffl.*^^ £ it^i 

( 1 ) xte-e t m^h^h titbizm v i> x v > . 

(I) X(i^^tghHMG-CoAS7t;P«ffiW 

(2) ■< b-£* AXIi-?-(?)S i: T b s'x ;? >Xi£-?-<7)lg 
( *f£ t < te-fb&fe A i: T b o^'X ? ^ 1 / 2 * 

(3) •fb-^AXJi^ig t>w<x ? ^ yX\± ZCDU 
a3-$.L<int-&®>Abi/y'<x?^y) 

U)^mAX\±^^buJ^x^^-yX^<^m (2f 
£ L < {i-fbil* a knA'x^fy) 

(5) AX(±^<?)§ b-t'JrtXf-f- yX\±Z:C0& 
(if £ L<J*(b"£*A2;b ^)^X9^-y^r b V ^Aig) 

(6) lk&mAXl±Z<7)Mb7>W<Xff-yXt l ± ; t(Dt%. 



(if ± L < j^b^A t b y -7a^) 

5Ax^yxii*<otre;5.|>. 
[00313 

Iftmi ^WMcOit^ (I) Xli^StHMG-C 

o AmK&mmmtizmzm^*>-£T%&mm&Ti?\ 
Ti>£^fiK mimmmmft. Mtifmrnm (Wis- 

Tfra-Mtma. ^y^y. bKo^^robvw 

.«B.,..ffiJR!WW-hU9A*) (M^a. 

*5^;K HZIK^. ^-(bf-i?^. 'J*75 
b>-»^) . (Mi.tf. tmsL . S5g 

or, ^y^-ym. vjuvymm) w+frbms.. as 

M^JJi, -fk-^ft (I) XlZZniMRVHMG-CoAM 

«as#irrs. d) xh^js&vhmg 

-CoASTcP^ffiW-fb-^OOSJPJ^^iJi. ^ix 
mil^M^f*:^ 0. l&v^Ll 00 WkXX'fo & . 
dix^W^M. JStt^^fcLT-fb^fft (I) X 
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li* (Dt&RT/H MG-Co A MTcff^EaWft-S^ W\-CO 
[0032] m&V&ftMb LXIZ. flUHflBW 

( I ) X«S-e«0lgX{i/Jt^HMG-CoAjl7C»|gffl 
jfiffl-*-4jWUi. ft** ( I ) Xfi-f-^iSXIi/MH 

MG-coAS7c»sffl*fl:^jSr^<o^*s xiztm 
teT^fcisuct,©^, m.msmmmtxm-t^ 
s=sraaifli!*jniT*ws!jcaiwufca. raises lt*> 

£JIHH«)S&£<*. ( I ) Xtt*<o«Xli/&tf 
H M G - C o A»738Bffl9fl:£*4>— £ . 

LT-5£»i:-T&*\ XfcMfc^tt ( I ) X«^<OJgX« 

/&v h m g - c o Amymm&m^t^m^-^M. z t 

[0033] gPfflS^M^t LTfcL Witt^T* 
y. v>-— I — /K te^-t^o- X. ^^^^^^ 

m-tZ>Ztl>X'ZZ,. 4fc. **Htf>WWHU ttftttg 

flflrttfc LT«* co^S^SSS^Kt t . ®&th Z. b tfiX' 
S4. WfflWb LTti, 0fl;ti«N£P*l (Mitf. ftft 

f*k at, KH*^>a«xi4a«)a*jB ; jus. m. 
■t/wpj, «t*7*-fc/wB. sufajph u^j. stow?) 



[0034] *^<Q®fo&mi\tfmimThz>i§r£ 

it. ?u*77*JU : £#m.m (MUZ. Twe e n 
80, HCO-60 ««)41Wgtt*!l ; i'* 

> , «##J (Witf. ^f-z^^o-. roe 
•?>-b-)\s. v;ut'i — /p. ywmm) . enfr^ 

[0035] *&wcowm$mf\ifi~?4 mi)?*.)\,x 

hh^. *W»fSi. f^J0.1^rV^L^3 0 0 
jumT'fcO. i?4L<li. *«Jl^rV^L^l 5 0/zm. $ 

<I) X{i-e^Je&l^HMG-CoAjl7£P^RS* 
LT#fflT*&. -eixte. «?L»^ (fl^iRif . v^x, 

77h. AA^?-, ^df. ^3, ^ 

ffltcsr? < im.crrf'ffiftfim tux z&izm ^tzttf 

-r=5r^*>. S&MS^t, iSliJlllffi, «« 

[0036] fll^ft (I) X«4*<7)i£2WHMG-Co 
Ajl7C^RSWIi^!i(i3 uxfn-;W h'J^U-fe 

nnimMb. 3isiH»iiamBfi. fa^ttss^. mmmate 

( I ) Xii-e^tSS-tXHIVIG-CoAjlTC 
(c-eoflfeiOflg^TmXW 3 r-a-jV^TMb mz 

mm2ti.xi>£<. z.<r>m^. ztibcoit&mtmnw 

MbLXik-5-2ti&Z.bti t 1&£L<. tt&mzXQW. 

mwmib LxtmcmmT&s-ztixb*^. zcom 
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3UXf5S^ 
«) . 3^Xra-;P©JRSr«J$iJ-r?.'fl:^!l (0Rfcf. 
yhXfo-;P, ttv-i . (3) X7T^>" 

s^— tf|MfS6 (fllxkf , NB-59 8&tf -eo 

[0037] 3EtrS*^"n»flr«*-&*Hir**i: 
^^FX^ri^-^/X^n— 7 5— fe* (0S 

, y visiwk r-^r* y ymmw. a 

Tfc*imiJM«STfBBfc*U flGiHM«^9 ■>/ F 
IciS v vt JMtffiTftUB fc* - * - - 1 . 'f^'J 

KSMlA;M>"Xy>1£ffi10itWx#^£t£>. 09*. 

i<. £*iii,<>>fl:-6*rtilIPfflMi: 

■W^nKr^i: LTtt. ( 1 ) A >X y 

80 ( WliBTs th^x'jyf) . ( 2 ) x/W^/u>7 
urai (mar. /'J^5SH, j/y^^'F 

«f ) , (3) «-/W^HfflI«B ^ 
U^-*— X, T^tf-X^) , (4) -f y 

m . ( 5 ) T/U F-XilTCPSffi^ffl * x/< 

[0038] 3Et»fflni:<0ffl»^*>*A«nfiTft 0 , 

mar . ( i ) mim (mttf. 7D-fes f\ xtoy 

9? F , ( 2 ) £S*NlftllMaS (0Ul:f . 7fy 

w-jum) . (3 ) r>^-r>>-Mi*stiSg (W*. 
fcf, nifrwy, *yft;^>f) , (4) r^>-*5j- 



fig-j-r. «Bfl«il»^b*T ! ar'4WBI±by^ 

[0039 ].*m^&&&±&X%hWtti> s 5i( / Z&B 
X) . ^J»«ltgiSTJE, *7D-fe'»J>SV«ft 

hmg-c o Amjmmm.mt^com.^h^izti 
^v>^cr>xMRTmm : ?mizhmLz}5 r ) . *oir* 

«flfifiT«^fiia5i:0«ffl'Ctt. Q-f F\ 

^adfv-y^-FU^A, y^fDnyfUJ^ 

3^^x > ^ f;P7U H-Voyf h U >7A7Drfe 5 F. 
7^^-H. TV'-bS F^fc 5rS('iffi^±>-l+T , #4 

[0040] *«^«0ffi*-&;b#T&Sl!ffl#3ete^ 

y^y-fey H<itjfii»«ffltc»4-'t4» vn tit 

S. 4fc, jEBtJBlffi^<t , )*>iSfltJtJES#^VLDL*i 
ifMfi*^«77XS/-7>7;f<.-^^ > 

b b'^ -^?^2r5S < *iiD$ -ti-Jt ztfrt*. h y^u-ty 

F7^l8?§«g5:ffiT-§-ti:-l»i:t#^4>ix2.. ^iXiK. hV 

|J»7A, »7D=3f-7-— fe*^) . fitlMW^^ (fllxJf. 7X 

[0 04 i ]'*«WtcJ3V^-c, -fb^j (I) Xii-fotg 
&i;HMG -Co A3E»*»»fc&Wi«*-£**tT 

ffJXti^flgilffi^^'J LT , ( 6 0k 

g).t=liPft^6*-&, it&M (I) XJi^Offi (01 



( 15) 



f»H¥ 1 1-2284 1 6 



Lmt&faA) iL/'ailBS*:9 0. 2~5 0ms/ 
day.ML<lil.5-30mg/day, §£>fc 
W-£l,<li3. 0~20mg/day£ 1-&® (** 
t<{il— 2E) (w^-ttT, HMG-C oAj@7t5g3iffl. 
Wit^t LX\t 1 BSfc 9 0 . 0 5—4 6 m g/d a 
y, $?4L<(i0.0 5~l Omg/day£ 1—^0 

6 Oj&*M4 U\ HMG-C oAJl7cP^Sa»ft 

^Tttl 0—2 Om g/d ay, ThDA'x^fyi 
/2#^i"7-MgT'(il 0-40mg/day, >->vn* 
X^f/-T'«5-10mg/day. oAX^-f-yTti 
2 0—4 Omg/d ay, -fe D^'X^^-V-^MJ >>AJg 
rti0.15-0.3mg/day. ^/W-vX^f-y-M- 
U^Aitg-m2 0~ 4 0mg/day-C£>£. 

Mw^wy^. 4*:. (i) 
x\i^<r>msLVu m g - c o Kmjtmmmmit^i^> 1 

fcllc»l/C. r^Ax^-f-^bU^AtO. 5— 7. 
0 cott*W^;bit&<7># J: v \ 4 . **H*offcR 

SSfc^T*^^ (I) XI4**XMltfHM 
G - C o A3i7cP^ffi*fl:^0*56iSJK*^F*iT'«^ 

B =SrV^ L 3 B J) 1. 1 ilfa&v % L 3 lz 1 B^«St 

cc J: *> xwsm&z ttfx-z h . 

[004 2] 

-CT*M^*IRO»iSkOJt4«ifl^ < vol ./vol .)f 



s 


i/VWv Y (singlet) 


d 


^1/7 h (doublet) 


t 


h.Uri/7h (triplet) 


q 


^yl^T- 'V N (quartet) 


quint 


94 yfv b (quintet) V 


m 


V/H^l^yh (multiplet) 


br 


T'n— K (broad) 


Hz 


>Vi^y (Herz) 


CDC1 3 




CD3OD 




DMS0-d 6 




CDs COOD 


Sit® 


D 2 0 


a* 



[0043] 



N— [1- (3-7i-/P7DA7-l-4yH tr^'J 

a»--4— f;p] -5-f-r-i, Sb-^r-fr-feT- 
7^-^>-4-*yu#^5 H (-ft^DA) w^-fS. 

1) 5-f-T-l, 8b-^TifT-fe-t7f-Uy-4- 

WSrVCl, 2-a]t'Jy'y-5-W-;H2 
0. 02g (0. 7991*^) . hUX^/UTSVl 
34ml (0. 9 5 9^/U) <7>X;?y— ;U5 0 0m 1 M 
miz, MWiX"fn^Wl^^8 8. 6ml (0. 7 9 

'.«*«Eff*t3W», mmizmm^juztat, ±t 

•C, H5*V[1. 2-a] t'J^y-5- Y;l^- 
*§fe*£#: HXS199. 7g 

»6*Ute«<4S*V[l. 2-a] tU>?>-5— f 
rt^f-*) I£l?xf-;H 9 9. 7g.Mt^fW>fb 
7iV224g ( 1 . 6 0^) <9l£B?5 OOmlM 
^OTrClBIBSttfUfc. Rj6*£*fc&r. P©x 
f-;i/T2HI«iajLfc. «tofc*KMI*7|c-C8fe»«» *S* 

fcffl»fcyxf-A'X— ■f-^Ti!»LT. -5-f-T- 1 , 

H^feUtt IR41 9 3. 69g 

#4>*ufc5-f-T-l. 8b-S^7 N ?fT-b"?-7f-U>'- 
. 4 -*;^vixf;i. 1 9 3. 69 g<oi^ 1 1 

mm^zTm^h^yj^e 2. 9g(i. 5 7tw« 

7K5 0 0m l^SrjDi., MiS-C-O. 5^Jt#Lfc. 
Re»KpH4-5t:<r44t. Jg^LSrrt^iftiSK* 4 ) 
13 0ml Ztiuz.. ±tfci!fclfi£« a 3iU x*y-JK 
T-feby, ^'x^x-x/l-T'Wii^jf LT. aW^5r 

fltfiUfl: JRfi9 6. 3g (JR^5 5%) 
iH-NMR(DMSO-de, 200MHz)<5 : 5.97(lH.dd, J=6.6.1.2H 
z), 6.57-6.73(2H,m), 6.88(lH,s), 7.12(lH,s). 
IR(KBr) : 3413, 1632, 1338 c«-» 
[0044] 2) 4-7S7^'Ji'>-l-^yS 
t e r • 1 /2SES^kfg* U ^Aig^fig; 

4-TS.y- 1 -'Oi^VWtf^U y'y5 0 g (26 2. 

^A-Dt* 5gSri0i.T, *fff5kg/c 

mi. 3 5°CT-1 5^iaSatt3H7cL.fe. t>&t,zXr>xm 

mco^y^^j^-mm^m^tim. mErmmtx, 4 

(T)h)VX.y (500ml ) m&lZ, ^>-XT;U-fb K 
(27. 89g, 262. 8S'Jt/H $:SDi., Dea 
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i/-tert-/f;M63. 08g, 289$'^ 
BWc*#y^A*jSfflt (290ml) £2in;L. 2^HJ« 

4-7S/tX>Jyy-l-*;^it e r 
)V- l/2BKK***U^ffi (49. 02g, 7 1 

iH-NMR (2O0MHz, CD 3 C0 2 D) 5" : 1.47<s, 9H), 1.52-1.73 
(m, 2H), 2. 01-2. 18 (m, 2H) , 2. 75-2. 98 (m, 2H) , 3.41- 
3.59(m, 1H), 4. 10-4. 32 (m, 2H). 
IR (KBr) : 1689, 1621, 1543, 1429, 1369, 1252, 115 
1, 1065, 862, 766, 617cm" 1 

[00 45] 3) N- (1-te r t - 7* h^i^A^ 
-/L^t^U i?>- A-A)V) 8b-y 

12. 88g ( 5 3. 8 5 D^/W) OT-feh-b'J^ 
(27ml) WC, N-bHD^y^i<i>f 
12. 38g(107. 65 U^/U) t l-x^/U-3 
- ( 3-^f^TSyTntV^) ^;W^S/M 
i^20. 63 g (107. 6 5U^A-) Ztnz.. MS 

T*2^sitf#L^ 0 a«c* 4-rsytxuyy-i- 

^Wyltert-m - l/2SEffi*^U^A 
Jgl 7. 3g (64. 5$'J^;H . 1 . 
S/^a [5. 4. 0] 9. 6g (1 

2 8. 7S'J^) JUXbUX^TS >7. 5ml 
(53. 8 S «07-fe h-h U;K 8 Om 1 ) « 

^fi^x^y— ;ki:PSSx^;PSrJax.. filMS:* 

flL *£ET*«£«*Lfc. Em* 
^D7f;'77^ (^^y-;P/»Kxt;i/ 10 
%) T4M»»«U flte^MMWti: LT. N- ( 1 - 
tert-m io*^ x;Ptf^ U > - 4 - >f ;U ) 

1 , 8 b - S^Tif T^^7 
Hf5 K2 2. 4 8g*ftfc. 

iH-NMR(CDCl 3 ) 1.16-1. 46 (m, 2H) , 1.26(t, J=7.0.H 
z, 3H), 1.93-2.02(m, 2H), 2.84-2.97 (m, 2H), 3.87- 
4.21 (m, 2H), 4.13(q, J=7.0Hz, 2H) , 5.67(brd, J=8.0 
Hz, 1H), 5.80(dd, J=1.8, 6.2Hz, 1H) , 6. 59-6. 71 (m, 
3H), 7.05(s, 1H). 
[0046] 4) N- (^^Jisy-A-A )V) - 5- 
f-T-1, 8b- y'Tf 7t f 7f 1/V ^ K 

N- ( 1-t e r t-^h^ri/^^-^t^Ui/'V- 
4 — -5-^T-l , 8b->?TifT-fe^7^U 



S H 2 2 . 4 8 g CC8!Jgg?4 0 m 1 £JD 
t;N- (f^U^-4->f;^) -5-^T-l , 8 

b-yr-rr-b^^^i/^^^sK ■ isssi 

4. 68 g (7 3%) 

iH-NMR(D 2 0)S: 1.64-1. 87 (m, 2H), 2.03-2. 19 (m, 2H), 
3.03-3.21 (m, 2H), 3.42-3.58(m, 2H), 3.82-4.02(m, 
1H), 5.98(d, J=7.0Hz, 1H) , 6.60(d, J=9.2Hz.lH), 6. 
67(s, 1H), 6.78(dd, J=7.2, 9.2Hz, 1H) , 6.98(s, 1 
H). 

[0047] 5)N- [1- (3-7x^7°DA°y- 

N— ( b°^U l>y—A — -5-f-T-l, 8b- 
^TifT-fe^^^l^V^/W^lfS F • ~*gB£Sl 2 . 
Og (3 2. nU^) i:byxf;^7^y2 2. 4 
ml (160. 7$U^)^y-/Kl6 0m 

i ) mmzm§rc\ 3 -?x-^- 1 -yntrnAV 

5. 9ml (38. 8 5'J^) Srini. MSSHMT 
•C2 0l*BHll«!9i8ELfe. «flETJWIE*«*Lfea; « 

J^)V/^m^)V 2 0-4 0%) t^St 

siLtc »*iifc*sft*x*y-/u doomi). 

?no*U (10 0ml) fc»*»U SETT^nn 

#fe^B B B J:LT, N- [ 1- (3-7x-^7 

-1, 8b-^TifT^^^^^y-4-^;^^^ 
K7. 04 g (52%) 
H£: 1 8 7 - 1 88°C 

iH-NMR(CDCl 3 )<5-: 1.41-1. 64 (m, 2H), 1. 75-2. 21 (m, 6 
H), 2.31-2.47(1, 2H), 2.63(t, J=7.7Hz, 2H) , 7.79- 
2.%(m, 2H), 3.72-3. 92(m, 1H), 5.75-5. 80 (m, 2H) , 

6. 57-6.69(m, 1H), 7.03(s, 1H) , 7.16-7.32(m, 5H) . 
Tumttffim (C 24 H 26 N 4 0Si:LT) 

tMWi: C,68.87; H,6.26; N, 13.39. 
*Sflffi: C, 68.62; H.6.25; N.13.42. 
[0048] mm 1 iflL^Bilf fiTfEffl 

cmfcumi 6mxtoi smtox-tj^ji-z. (i) 

JtfBffik (2)r5>'^^f-^bU T >A (T^X*^ 
yNa) 3 0mg/kg/dayS:2iiraSPS*a. 
2 0«g^g/day*2iIRHiPa*TfiffflUfe8. &V(3> 
-ft^-a A 2 0 mg/kg/day €r 4 i!F3&P&-5- UfcStc^tf 
tz. M2H. (6ft2ISi:t3t« #^L^Wi0. 5 

%^-f-;Hr;Ua— ^^SKSL. K/>f ( 1 ml/kg) S: 



(17) 



WpIHT 11-228416 



m^xmn&s-Ltz. amim^m. i. 14. 21s 

lX28BStl6 1f;K9*HIMR 
& ( 3 0 0 OrpmX 1 Omin) LTPRUfc. JflHSSnl^ 



fo-WigfaWOIf^'S'h (CHOL. Boehri 
nger Mannheinflt) &JB^B£9 1 lSgifcfrtJf2£ET' 
SBgL*:. ISA* C& n RTS CHI 3 





ft#28BBOifti«E3KXfa-*fi(X of initial) 




10 0. 6±8. 92 




5 0. 0±3. 95 


it&&A 


6 5. 7±9.3 6 


i 0 . fc£*AAtfT5^ Sire* 0 . «H*]*fitttf)l$Sl;: 



xf+y+bim ^ommikimtf. ttmmRVik&fo 

(I ) Xtt* H M G - C o ASTCg^fflS-ft.-^ 
[004 9] gS»CT2 

? ur^^-f— tf (cpk) uiBicitriii 



SH^r-zh (CK, Boehringer Mannheim^t) SrfflWC 
B±9 1 liai*H«att»IW:. St** C*2 3 

[«2] 





t&^28H BCflnSiC PKStt(IUA) 




1 1 1±6 7 


7?/ttWNa+4t£4!!lA 


83±1 9 




7 4±8 4 



H M G - C o A&7ffimmmfc-&®><7M*-&hit*K h 

m g - c o Awssmmm t?<y<j >m®m t <o 



[0050] 

[%Bjos&m] *5HB«ofl:^* (i) xte-e-^is&tXH 
mg- c o Amxffl%w&te&to : &mx-er*>it-c*&Bi 



[HI ] 



ttms 

ft** A 



120 



90 



*1 

m 




I 1 3 

&^SBW (weeks) 



c<aoi « ft#1fe a 
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(51)Int.C1.6 Wmi^ FI 

// C 0 7 D 513/16 C 0 7 D 513/16 



